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R-»iy-L-vai(o««) npoasjifliomeMy aHTM-CflHA aKTMBHOCTb. YKa3aHHoe 



H 



coeflMHeHMe m ero CBoflCTBa b nMTeparype He onucaHbi. 

B HacTOHLuee epem bo bcbm Mupe mhtshcmbho npoBOAflTca vuxneftpaaum no noncKy cpegCTB /leneHMH cnnfla. M3B6ctho 
y?Ke 5o/iee 50 npenapaTOB, noAaBnaiomiix penpoflyKumo anpyca MMwyHOflecpHmrra MenoBeica (BUM) in vitro [1]. Oahhm M3 
TaKMX npenapaTOB aBrmeica mimnppM3MHOBafl kmc/tots (rK) - atcTHBHoe Hanano SKcrpaKra cojioakh [2-6] . ycraHoaneHo, 
mto BBeflemie TK b BbicoKMX fl03ax (800-1600 Mr/aeHb) 6onbHWM CriMfloM BbObmaeT y hmx yBe/iHHeHwe coflepjuaHMB TH 
nuMcpomiTOB h chwk€hm@ KO/TMH©CTBa BwpycHoro aHTMreHa [5J. MexaHH3M aHTHBMpycHoro AeHCTBHfl rK flo Hacromuero 
BpeMeHM ocraeTcn HeycraHOBJieHHbiM. Oahbko, l~K ManoscpcpeKTOBHa kbk nHrn6MTop penjiwcaijwM BMH Ha xpoHHHecKii 

MHCpHMUpOBaHHblX lOIBTKaX. 

Me/ibio M3o6peTeHnn flBJweTCJi noMCK HOBoro coeAMHeHMH b p«Ay npoMSBOAHbix jJ-mnmippii3MHOBO& KMcnoTW, o6naAaioiAMX 

aHTO-CnMfl aKTMBHOCTbK). 

nocTaB/ieHHafi ue/ib AOCTnraeTC« mmconenTtiAOM p-mwmipptwiiHOBOH khic/iotm (popMynw (I), npoawiHioinMM aHTM-CnUfl 

aKTMBHOCTb. 

<PapMaKonornHecKne CBoCtCTBa coeAMHeHMH I. 

ripoTMBOBupycHan aKTMBHOCTb coeAMHeHMH 1 6bma M3yHeHa Ha MOAenn nepBMHHO nHCpnqnpoBaHHbix BHM-1 rwMtpoMAHbix 
KneTOK MT-4. PacTBop npenapaTa b flMCO (20 Mr/Mn - 50 urlwn) bhochjih b cycneH3wio wHCpnmipoBaHHbix BMH-1 KneTOK ao 
KOHeHHoft KOHueHTpauHH npenapaTa 100-1000 mmtmji. flMCO ao KOHesHofi K0HM6HTpaunn 0,5-2,0% . B npeABapin-enbHbix 
onbrrax 6bino norasaHO, hto AMCO b KOHijeHTpauMflx 0,5-2,0% He 6noi<wpyeT penpoAyKuwio BMH-1 . OC nHrn6npoBaHwn 
penpoflyKLiMM BMM-1 B wieTKax cyA«nn no CHH)KeHHio aKTHBHOCTM o6paTHOM TpaHCKpnnTa3w m cHM*eHMK> HaxonneHHH 
BMpycHoro aHTMreHa (mctoaom iiMMyHocpepmieHTHoro aHann3a) b Ky/ibTypanbHofi jkmakocto Ha 4 cyTKM KyJibTHBwpoBaHHfl no 
cpaBHOHHw c kohtpojtom (6e3 Ao6aBJieHM« npenapaTa}. B KaMecTB© petpepeHC-npenaparoB wcnonbsoBaxiH oamh H3 
HawBonee 3(p<peKTMBHbix a"» neseHMn CriWfla npenapaTOB - a3HAOT*iMHAMH (A3T), uexaHtoM ftevtcmvm KOToporo CBnsaH c 
6noKHpoBaHneM BMpycHofl oopaTHOM TpaHCKpwnTa3bi m TepMHHwpoBaHMSM CMHTesa BHpycHofi AHK [7], m p - 
mnmippn3iiiHOByio KMcnory ((J -ITC), scpcpeKTMBHO WHro6npyiomyio penpoAyKMmo BMH-1 b KiieTKax. Ochobhum HeAocraTKOM 

A3T HB/ineTcn ero BucoKaa TOKCMMHOCTb [8]. ycraHOBneHo, hto wccneAOBaHHoe coeAHHeHM© (I) «txpeKTMBHO nHrn6«pyeT 
penpoAyKqwo BMH-1 b xynbType wieTOK b KOHitempaMMM ot 0,1 ao 1 ,0 mp/ami. npoTWBOBMpycHem aKTMBHOCTb coeAWHeHHfl (I) 

aHanorwHHa aKTMBHOCTH A3T h P -rK (nHrn6npoBaHMe Ha 98-99%). B pa3BeAeHMM 100 w 250 mkt/m/i rnMKonenTMA (I) 
noAaB^neT penriMKauMio BMH-1 stptpeKTMBHee P -rK. CoeAWHeHwe (I) MeHee tokcmmho a"" Kym»Typbi ktiotok, seM A3T. 
CHMweHMe KOHueHTpamiH npenapara nptiBOAHT k yNieHbiueHHio TOKCMHecKoro B03AeiiCTBiw Ha Ky/ibTypy wieTOK. 

f riMKonenTWA (I) weHee tokcmmoh, MeM A3T. LD S0 mnKonenTWAa (I) „ 8000 ut/kt. 



flaHHoe coeAHHeHwe othocwtca k wiaccy ManoonacHbix BemecTB, 

Cmht63 rnmconenTHAa (I) npoBOAMnn ah MMKnoreKcmi Kap6oAMMMMAHbiM MeTOAOM nemwAHoro cnHTe3a 6e3 
npeABapHTenbHow 3aimrrbi OH-rpynn ymeBOAHou Maorn MoneKynw mnK03HAa- Bwxoa rnnKonenTMAa (I) cocraeMn 49%. 
AHanMTMHecKM HMCTWfi npoAy«T nonyHanii nyTeM nepeKpncTajiJiH3aMiin W3 CMecw aMeTOHa-reKcaHa (45%). 

TaKMM o5pa30M, npeAnojKeHo hobob ManoonacHoe npoM3BOAHoe P -rnHi4Mppn3MHOBOM KMcnoTH - miiKonenTMA (I), 
3(pcpeKTMBH0 MHrM6npyK>u4iiM penpoAyKi^HK) BMH-1 in vitro (b KyribType wieTKa MT-4), MeHee tokcmmhwii, hom 

a3MAOTMMWAMH, OOViaAaiOLHIW aHTW-CriMfl aKTMBHOCTblO, aHanOrVIMHOM aKTHBHOCTM A3T m p -VK. 



n p h m e p 1 . M3yHeHne aHTM-CflMfl aKTHBHOCTM. 



npoTMBOBMpycHaji aKTMBHOCTb npeAcraBJieHHoro muKonenTHfla (I) 6u/ia nsyneHa Ha MOflenw nepBHWHO wHCpMMHpoBaHHbix 
BHH-1 jiiiMCpOMflHbix KneTOK MT-4. PacTBop npenapaTa b flMCO (20 - 50 mlun) bhochjim b cycneH3wo MH(pMMnpoBaHHbix 
BHM-1 KneTOKflo KOHesHofl KOHueHTpauMH npenapaTa 100-1000 mkt/mji, flMCO ao KOHennofi KOHuempamiH 0,5-2,0% . B 
npeABapHTe/ibHbix 3KcnepnM©HTax 6wno ycraHOB/ieHO, mto flMCO b KOHi4eHTpai4»i»x 0,5-2,0% He 6noKHpyeT penpoflyKymo 
BMH-1 . 06 HHrv)6npoBaHHH penpQflyKi^MM BUM b Knericax cyAwiM no chmxcohmio ainxBHOcro oBpaTHofl TpaHCKpvinTasbi h 
CHUJKeHMio HaKonneHMfi BwpycHoro amweHa (mctc-aom MMMyHOCpepMeHTHoro aHann3a) b Ky/ibTypanbHOti jkmakocth Ha 4 
cyTKM Ky/ibTMBMposaHMfl no cpaBHeHMio c KOHTponeM (6e3 flo6aaneHnn npenapaTa). Arm cpaBHeHWH ncnonb30Bann oamh H3 
Han6ojiee wpcpeimiBHbtx Ann nevemn CriMfla npenaparoa - 33Maotmmhamh (A3T), MexaHW3M AeficTBiw KOToporo CBasaH c 

6/10KHpOBaHH6M BHpyCHOM OOpaTHOM TpaHCKpiinT33bl M TepMHHHpOBaHHeM CHHT633 BHpyCHOft flHK, H 0 -mHI4MppH3MHOByK) 

KMcnoTy (P -rK), acpcpeKTMBHO MHrMSwpyiomyio penpoAynwio BMM-1 b wieTKax. B Ta&iMLje 1 npiweAeHbi pe3y/ibTaTH 

npoBeAeHHWx oxcnepMMeHTOB. ycrraHOBneHO, mto uccneAOBaHHoe coeAMHeHwe (I) 3<pcpeicrwBHO MHrw6npyeT penpoAyKUHio 
BMM-1 b KynbType khotok b KOHi4eHTpai4nnx ot 0,1 ao 1,0 wir/Mn. no aHTMBupycHofi aKTMBHOcm (aHTH-BMH) coeAMHeHiie I 

aHa/iorwHHo A3T m (J -rK (MHm6npoBaHne Ha 98,1-98,9% ). CJieAyer OTMeTMTb, hto b KOHijeHTpamwix 100 n 250 mkt/mh 
coeAHHeHwe I noAaBnneT penjiw<ai4Hio BHM-1 3{p<peKraBHee p -IK. 

CoeAMHeHwe I MeHee tokcwhho pptt KynbTypbi Kne-roK, mom A3T, npimeM cHunceHMe KOHueHTpaMMM npenapaTa npwBOAWT k 
yiweHbiueHmo TOKCMHecKoro BOSAeCicTBHfl Ha Ky/ibTypy KneroK. flaHHwe npiiBeAeHw b Ta6niii4e. 

n p h m e p 2. rionyMeHne r/WKonenTHAa (I). 

a) TMAPOxnopuA MeTunoBoro ecpMpa mMMMn-L-BanMHa -Gly-L-Val (OMe).HCI (1a) 

K cycneH3MM 5 r (28,7 Monb) Gly-L-Val (Reanal) b 200 mji cyxoro MeTaHona npHSawiniOT no KanrmM 20 Mn neperoaHHoro 
xnopMcroro TMOHWia npw oxnajKAeHUM b neA«HOM 6aHe h nepeMeunmaiOT 2 m ao pacTBopeHun ocaAKa, BbiAepxoiBaiOT 24 m 
npH KOMHaTHOM TeMnepaType, ynapwsaioT pacTBopMTenb b BaKyyMe npn TewnepaType 30°C, oopasoeaBwiificfl cupon 
oopaSaTbisaiOT cyxmui atpiipoM m cyiuaT b BanyyMe ao nocroHHHoro Beca. 

Bhxoa 3,0 r (46,6%). 

\d Id 20 = " 87 ' 5 ° < c = °- 02; 40% Et0H ) 
HaflAeHO. %: C 41,97; H 7,27; N 1 1,94; C1 15,42. 
C 8 H 16 N 2 0 3 .HCI. 

BuMMCJieHO, %: C 42,75; H 7,63; N 12,46; C1 15,80. 

6) rnHKOnenTMAP -mnqMppn3HHOBOM KMC/iOTbi c MeTWiOBUM ecpnpoM rnnMwi-L-BannHa (I) 

K pacTBopy 1 ,64 r (2 MMonb) P -mtmnppM3MHOBOii KMcnoTW (92-95%) b 50 un cyxoro flM*A npM oxna»AeHMM b xieAflHofi 

6aHe npn6aBJWK>T 1,5 r (7 MMOJib) Gly-L-Val (OMe).HCI (1a), 1,4 r (6,5 MMonb) N.N'-AmiMKJioreKcmiKapSoAWMMMAa *» no 
KannHM 5 Mn cyxoro nwpMAMHa, nepeNieuiMBawr cMecb npw oxna?«AeHnn 1 h, BWAepxaiBaioT npM KOMHaTHOft TeMnepaiype 
48 h c nepMOAWHecKMM nepewieujHBaHHeM. Or(pHnbTpoBbiBaiOT ocaflOK AMMHKnoreKcwnMOMeBKiHW, (pwibTpar BbWMBaioT b 
400 mji xonoAHOH boaw, noAKMcneHHOft jihmohhoA KHWiOTOfi, oT(pwibTpoBbiBaiOT 6e/iw8 ocaAOK, npoMMBaioT ero boaom, 
BucyujMBaiOT. nonyHaiOT 1 ,3 r (48,7%) rnviKonenTWAa (I), KOTopwii nepeKpHcranjiMTOBbiBanH W3 CMecw aueroHa-reKcaHa. 
Bbixofl roMoreHHoro no TCX npoAyicra 1 ,2 r (44,9%). R(f) = 0,45 (xnopo*opM-MeTaHOn-BOAa = 45 : 10 : 1 ), 0,33 
(xnopocpopM-cnupT = 7 : 1). fa ] D 2 ° = +25° (c = 0,03, MeraHOJi). T.rui. 169-171°C. 



UK, v , CM' 1 : 3600-3200 (OH, NH); 1740 (COOMe), 1660 (C„ = O), 1580, 1530 (CONH). 



Ha&AeHO, %: C 60,20; 48,21; N 6,44. 

C 66 H 104 N 6 O 22- 

BuMMCJieHO, %: C 59.44; H 7,86; N 6,30. 



(POPMyJlA W30BPETEHW1 



rnnkOTenTHfl|$-mi1l4WppH3HHOBOfi KMCJTOTbl C MeTHJlOBblM 3<p«pOM riHfll4Hn-L-BaJWHa 




rfleR-Gly-L-Val(OMe), 

npOnBJl«K)U4Mft aHTM-CriMfl-aKTMBHOCTb. 
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